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President-W. MAYER-GROSS, M.D., F.R.C.P. [October 12, 1954] Clinical Research in Psychiatry: Retrospect and Prospect [Abridged] PRESIDENT'S ADDRESS By W. MAYER-GROSS, M.D., F.R.C.P. THIS paper is an attempt to sum up the experiences of fifteen years as a research worker in a mental hospital remote from the seats of learning.
When I was appointed Director of Clinical Research at the Crichton Royal in 1939, the venture was to me both welcome and attractive. I had come from a teaching post in a German university, and had spent six years at the Maudsley Hospital in London: clinical research, that is, research into the causation of disease studied at the bedside, seemed a field very familiar to me. Scientific work in German teaching hospitals and clinics was to a large extent of the same kind; so much so that the concept of "clinical research" as a separate branch of study has never been formed and there is no corresponding phrase for it in German. This is how I formulated my task at the time of my appointment: the lifting of daily clinical experience into the light of scientific investigation; looking for the unusual, illuminating case; testing scientific methods on clinical material; bringing theoretical problems to the patient's bedside; applying scientific critique to the therapeutic procedure; trying out new therapeutic methods under controlled conditions; collecting clinically well-studied case material for statistical elaboration and follow-up studies; instruction of young specialists in research methods.
In its typical English meaning, clinical science was first defined by Sir Thomas Lewis. His conception was closely connected with the method of teaching medicine in this country. Here the teacher is an eminent clinician chosen by the reputation of his wide experience and large practice; he teaches the art of diagnosis and his methods of therapy. He ohooses as objects of his personal teaching all those important approaches and practices which the student cannot find in the printed texts, the imponderable, immeasurable and uncountable facts which the budding physician can pick up only at the bedside.
In Central Europe, on the other hand, the choice of teachers in the medical faculty was first of all influenced by their scientific achievements and by the recognition of their published work. The teaching of the professor in the Continental and Scandinavian medical school is consequently much more theoretieal in the form of lectures and lecture-demonstrations, and he is expected to continue his research work. Medicine and science were in much closer contact and better integrated. This, probably, contributed to the prominent position of French medicine in the nineteenth century and to that of German medicine at a later period and up till the First World War.
However, the link-up of teaching and research had also less desirable consequences: it led to overloading of the curriculum with theory and science, to the production of medical literature en masse, to an excess of scientific or pseudoscientific writing and publication because the learned paper was the hall-mark of the highly qualified physician with academic aspirations. "The idea", to quote from Sir Thomas Lewis's remarks, "more prevalent perhaps in certain foreign countries than in our own, that research is a suitable introduction MAR. to general consulting practice, is not only intrinsically unsound, but has proved itself mischievous."
Lewis deliberately painted in black and white the contrast between the consultant and the research worker when in 1930 he first made his claim for clinical research. In his view preparation for success as a consultant on the one hand and for a career in clinical research on the other "present irreconcilable and deep-seated differences". The practising physician needs diagnostic ability, a "giant memory", "encyclopaedic knowledge", "clinical omniscience", his training is "too purely observational" to serve scientific study. Moreover, curative medicine deals with the individual, "progressive medicine is collective". Lewis goes so far as to insist that "the practice of medicine from its very nature is destructive to consecutive thought, it weakens the very power to think consecutively and therefore clearly . . ." Self-corifidence is one of the essentials to the practice of medicine-while diffidence is an essential quality in investigation because it breeds inquiry.
If one wants to apply the idea of clinical research to psychiatry, one should be aware of these high claims of clinical science at the outset, even if Lewis's formulations may have been deliberately provoking at the time and are now somewhat out of date, at least for general medicine. It is noteworthy how little is made of the difference between research in the laboratory and research at the bedside. There Lewis saw no discrepancy that could be compared with the conflict between "samaritanism" and the "full solicitude for the sick" on the one hand, and the intensive study of cases in which manifestations are "deliberately sought or actually provoked" on the other.
Translated into the conditions of our own specialty, there was, and still is, little indication that the psychiatrist is too much concerned with diagnosis. If anything, there is too little diagnostic ability and interest among psychiatrists; diagnosis is belittled as fixing a label, "if you must"-although with the arrival of various physical treatment methods, diagnosis should be of the greatest practical importance. With the neglect of diagnosis goes, however, a bias towards casuistry: the emphasis put on the incomparability of the single case, the excessive preoccupation with individuals, the contempt for systematic observations of series and for statistical methods. In this respect, indeed, psychiatric practice fifteen years ago and to-day resembles that of general medicine twenty years ago and similarly challenges the efforts of the research worker. Without full clinical observation, without history and documentation in well-kept case records, clinical research into the course and causation of diseases, or into the mechanism underlying observed symptoms, is impossible. To know what to look for, but not be too absorbed to notice the unusual,-is not easy to teach; but it was at this point that my first efforts began; with the willing co-operation of my colleagues it was slowly possible to build up the clinical material from which research could begin.
Meanwhile the curative practice of which Lewis contends that it "weakens the power to think consecutively", had taken full possession of psychiatry. Because of wartime shortages of staff and other emergencies, patients were rushed to physical treatments, some even without being adequately observed beforehand. The practising psychiatrist, for decades used to prudent contemplation on the effect of time on his patients, became extremely active in applying the new therapies at the first opportunity. And the research worker found new difficulties by resisting this hurried tendency. to practical success.
While on the one hand this hyperactivity tended to hinder clinical observation and the study of the natural features of disease, the bold physical methods offered, on the other hand, a new and unexpected opportunity of experimental approach to psychiatric illness. Convulsions, hypoglycmemia, operations on the hemispheres and thalami, sleep and sleep-like states produced by gases or drugs with the idea of emotional relief and for the disclosure of subconscious contents, invited inquiries of many kinds. The therapies originally based on poorly disguised empiricism and their rationale seemed urgently in need of elucidation. A host of new questions was welling up while the treatments were applied and their mechanisms and side-effects studied in detail. Like so many others, we were attracted by this opportunity to study symptoms dependent on physical procedures.
Hypoglycxemia especially seemed to offer the most welcome opportunity of investigating the carbohydrate metabolism in its relation to brain function. Here was also the proper use for our laboratory which would satisfy the medical superintendent's interest in biochemistry.
Ufnder a resourceful senior technician, we went in search of an answer to a few of the most urgent questions. Thanks to the special arrangement in Sakel's treatment whereby the same patient is treated daily over several weeks under identical conditions, the situation seemed unusually favourable for relatively exact studies. Young and physically healthy subjects were treated by a procedure which left little to be desired as an almost experimental set-up. Besides the analysis of certain primitive movements on which I reported to this Section in 1943 (Proceedings, 36, 343) , and a study of speech disorders under hypoglycxmia, observations were carried out on the relation of the glucose level in the blood to that in the C.S.F., of body temperature in coma, and of circulating amino acids in hypoglycemia. Ulsing blisters for the determination of the glucose content in tissue fluid we came nearer to an explanation of the riddle of the apparent independence of blood glucose and state of consciousness. A series of experiments on taste and selection of foods in mild hypoglycemia disclosed a depressed sensitivity of the human taste buds serving the self-regulation of carbohydrate intake.
Hypoglycamic coma seemed also to be a condition suited for testing the effect of glutamic acid on mental performance, after American workers had discovered its psychological activity. In fact, the administration of glutamic acid easily wakened the patient from his coma. The mechanism of this effect is still under debate and has gained some practical interest with the discovery that glutamic acid has the same action in hepatic coma and in delirium tremens.
Meduna's concept of "oneirophrenia" as a form of schizophrenia due to an abnormality of carbohydrate metabolism, had obvious connexion with the basic concepts of our own work. We repeated his investigations, but could not confirm his findings. Clinical observation and metabolic tests did not correspond in our material and the "anti-insulin factor" which Meduna discovered in his patients' urine has since proved to be present in a similar proportion of the normal general population. Hypoglycxemia as the model, representing a certain form of experimental psychosis, led us, after the end of World War II, back to earlier investigations of mescaline and similar drugs which produce psychological abnormalities. The discovery of the new "phantasticum", lysergic acid diethylamide, was a challenge for the biochemist as well as for the clinician. In a dose of a few hundreds of milligrammes taken internally it induces a psychosis-like condition, or at least symptoms such as depersonalization and derealization, visual illusions of movement and colour, and distortions of the body image. The minute dosage suggested that its mode of action was that of an anti-enzyme effect. This seemed to be confirmed by a rise of hexose monophosphate concentration we found in the blood; our recent, more detailed analysis of this finding makes it doubtful if this is the correct interpretation and perhaps we are dealing with a parallel effect, the connexion of which with the psychological phenomena is not as simple as it appeared originally.
The description of the sequence of these investigations in some detail has been given to illustrate certain lines of clinical research in psychiatry in which laboratory work played an important part. Much less needs to be said of studies carried out in the clinical field itself. I may, perhaps, mention a few topics: the establishing by experimental tests of the existence and duration of retrograde amnesia after electrically induced convulsions; a survey of the occupational distribution of mental illness among Army Officers treated in our Military Hospital during the last war; a study on the significance of neurotic traits in childhood. Their prevalence was compared between officer-patients in the Military Hospital, and a control group of healthy officers in a battalion billeted in the neighbouring district.
Field work of this kind among ordinary people who have never been in hospital nor come within the orbit of medicine at all, has, as Sir James Spence (1954) has pointed out, become.s an important and extending branch of clinical research in the wider sense. Based on similar investigations on the Continent and in Scandinavia and supported by an intelligent and versatile Psychiatric Social Worker, I ventured in 1946 into a mental health survey of a restricted rural area, comprising over 56,000 inhabitants, in the South of Scotland.
In the time of uncertainty and transition immediately after the war years, the worker and her survey were surprisingly well received by the population and supported by the authorities; thanks to the tact and skill of the Social Worker it was carried through without a serious hitch; but its full results could not be published and those which have become known have not been heeded to any extent by those who could act on them.
One can, of course, doubt if a survey of this kind can be listed as research proper. One may question if it does not belong to such activities as the keeping of a record library or of filing cards, concerned with the collecting of material on which more detailed research can be based. The survey has not provoked the detailed studies we had hoped; on the other hand its practical advantage in linking up the hospital with the surrounding catchment area, of freeing the asylum from its position of dread and isolation by showing interest in people at home, was obvious. This process has been further accelera-ted by the setting up of clinics for children and adults and by all the other changes introduced with the ooming of the National Health Service from which psychiatric hospital practice in this country has profited so much.
Another type of work in which research borders on practice and is of doubtful scientific status, is the follow-up study. With the arrival of the various physical treatment methods, nothing seemed to be more logical and indispensable than to assess the results of these varied activities. In a hospital receiving its patients from many rather distant regions, one had to content oneself with a follow-up by letter; but even this makeshift method can be developed to a high perfection if the right person is in charge of the inquiry. As long as it lasted, this work was most instructive and fruitful for clinician and research worker alike; but it came to an end with the main worker's departure. It should have been resumed recently, but no funds were available to support it. During the last few years our laboratory branched out into the field of electrophysiology. As with many other hospitals, an electroencephalographic machine was the starting point; it was the only one in the district, needed for practical use, but not sufficiently occupied by routine 'work. It became part of the research department and its employment for research purposes was possible only if its highly sensitive equipment could be constantly controlled by a trained technician. There was no Department of Physics next door, as would be found in a University, nor even a skilled radio or electrical engineer within a radius of 70 miles. The obvious solution was to accommodate and equip an electronic workshop on the spot under an expert engineer. The willingness and generosity with which this was accomplished by the authorities cannot be too highly praised. The hope was that new apparatus for studies in electrophysiology and in all other branches where it was needed could be constructed on the site. The technological isolation of the Department, which had held up much work before, was thus overcome.
It is remarkable how much time it took to direct these efforts into the right channels. Only recently, after more than four years, has some steady and fruitful output of work begun to appear. This includes studies on the electrophysiological concomitants of progressive senile decay; and on the correlation between the frequency of certain wave forms and some basic personality features.
The general plan has been for the electrophysiologist to work in closest contact with the biochemist and to link up both in problems of clinical significance. A laboratory like ours seemed to be the ideal frame for such co-operation. The problems are numerous and the methods are at hand.
If slowness and delay in reaction to clinical problems may have been due to technical obstacles in the case of electrophysiology, this could not be claimed as an excuse for the Department of Psychological Research. For years the Department proved almost inaccessible to clinical questions of research, and seemed surrounded by a high wall of concepts and tests which did nothing to elucidate the obviously abnormal, quite apart from discovering nothing that the clinician had not known beforehand. This wall was only breached when the psychologist was taken as a partner and co-worker into the daily run of the ward, in closest contact with the patient and his treatment. It has still to be seen how much research will profit from this readjustment, but the signs are favourable.
Turning to the difficulties and disappointments of the solitary research worker, I shall not give the full list of my frustrations, but only mention some human aspects which are probably experienced by many in the same situation. I can only blame myself for not having been able to overcome these obstacles. It is probably characteristic of the scientist who has no exchange of views with equals working in the same field, that he is haunted from time to time by hesitation about his techniques and by doubts as to the competence and reliability of his co-workers. As Emerson expressed it "Uncertainty and loss of time are the nettles and tangling vines of the self-relying and self-directed". Eventually one gets over these nightmares and regains the confidence and trust in one's own good luck and judgment of personalities. Prejudices of others are more difficult to combat, especially those on human nature. The conviction is widespread that everything and all has its price, including ideas, -honesty and goodwill, and can be provided by money; but it is hard to tolerate in the field of research. It is difficult to defend personality, originality and imagination against official qualifications and testimonials if they alone are considered as decisive on the person and his qualities. If the worker so selected does not yield the expected result, he has to be replaced-and so on, till the principle proves correct.
Even if this maxim is misapplied in all branches of research and, in fact, in any productive and creative work-it will be felt much more when the choice of workers from whom to draw is restricted by physical conditions: by a place of work which is isolated from the stream of life and civilization. Science applied to a young field such as psychiatry is in need of young workers and of the enthusiasm of young doctors. Even the most up-to-date equipment should not deceive us, as it deceived our predecessors before the First World War, that it can attract the best minds and replace the academic vivacity, conviviality and com-petition which is to be found even in the smallest university or school of medicine as a natural by-product of the gathering of young minds.
Thus, it would be difficult for me to calculate the amount of time and effort spent with the sole putpose of attracting the right people as collaborators in research; to rouse and keep the interest of young psychiatrists in the work they had taken up; and to fill by adequate replacement the gaps left by those who tended away from the loneliness of country life. Prospects of promotion based on scientific research work are still almost unknown in our specialty and few recognize it as an asset if it does not receive the official stamp of a higher degree. Much as one may deplore the excess of pseudoscientific literature on the Continent, the idolatry of higher degrees can lead to misuse and stultify creative impulses to a considerable extent.
Before concluding at this point my "job analysis" of the clinical research worker, I must mention the help I derived from regular visits to London. The lack of an adequate library, the urgent need for advice and discussion in technical matters, and for encouragement were recurring features of my remote existence. All the undisturbed and restful contemplation of country life would have been ineffectual without these journeys to the Metropolis which were generously granted by the authorities; and without the unstinting help I was given by many friends and colleagues when I came.
From such minutik in the life of the research worker it is not easy to see the bridge to the problems of research policy; but I hope to show that there are also connexions. With the Medical Research Council's White Paper "Clinical Research in Relation to the National Health Service" (1953) clinical research has come of age: "The growth of scientific knowledge has now progressed to the stage at which clinical research can be developed, with confidence, on a scale commensurate with the need." The pamphlet refers to medicine in general and does not mention any specialties; but most of the 18 Research Units financed by the Medical Research Council enumerated in its Appendix are, in fact, highly specialized units. One even touches psychiatry at a fringe, being the Occupational Adaptation Unit of the Maudsley Hospital. The Paper's main concern is the plea for more funds for clinical research, but also for central control of such research in almost all its aspects. Not only will the newly constituted Clinical Research Board have the full responsibility for expense and prestige of clinical research units financed by the M.R.C.; it will also supervise and advise the Ministry on Exchequer money spent on what the pamphlet calls "decentralized research" at the level of Regional Hospital Boards and Management Committees. All whole-time clinical research workers above the grade of senior registrar, in other words all Directors of Research, should be chosen or at least approved by the Central Board. "The Boards should be debarred from paying salaries for whole-time research workers, above the grade of senior registrar." It is only too obvious that the "measure" of decentralized research worth this name which this pamphlet allows, is relatively unimportant.
It is not for me tojudge how far this further centralizing tendency, besides the repeated emphasis on university supervision, is desirable in other branches of medicine and surgery.
For psychiatry, where I can claim some experience here and abroad, the extreme centralization of clinical research is deplorable because it endangers the few units still alive in various parts of the country and will, I am afraid, stifle the initiative of establishing new units. Some points can be made in its favour: it may help to avoid much dilettantism; the ploddingon of frustrated young workers in poorly equipped laboratories; the repetition of work not worth repeating. It will probably ascertain lines of research which cannot go wrong, thus avoiding efforts in a direction or by a method that has already led to an impasse or may not be entirely safe for yielding results. One can also wish and hope it will assure some continuity of psychiatric research, because the imaginative genius who sees a new phenomenon or establishes a new correlation cannot grow where there is not a number of workers doing the groundwork, removing obstacles and studying side-effects; a certain ritual of careful observation is unavoidable before an important discovery can be made. Continuity of this kind is impeded when the atmosphere is dominated by the whims of one superintendett or of one research worker who insists on going his solitary way with fanatical single-mindedness whatever the result may be.
But yet, there is something to be said, in a field having such large stretches of the unknown, for tolerating the almost monomanic worker. It may be better to waste money on one idea and allow for its final disproof. Is it worth while to play for safety when there is the smallest chance of missing one of those scintillating starting points of scientific research (Spence, 1954) ? Why should there not be here or there one of these hibernating laboratories which wait for the God of Spring?-who, of course, does not come at the order of a Central Body.
If there were fully staffed and equipped Departments of Psychiatry at the medical schools and universities as there are for other specialties, they would be the obvious centres for "decentralized" research. A number of the schools have not even established the chair of psychiatry as indicated in the Goodenough Report, and in those which have toed the line the professor, often/ a king without a realm, is fully occupied in overcoming the primary obstacles put in his way while building up his Department and in extracting from his colleagues the few hours in which he can teach his undergraduates. While the psychiatrist in the mental hospital is overwhelmed by too many patients, the professor suffers from the opposite complaint: he has half a dozen or at the best a dozen beds and has to find his patients for teaching and study elsewhere. Compared with Continental and Scandinavian Universities, this is a state of development that is fifty years or more behind the times.
If one wants to learn from the past, there is no question that the more important and successful research workers in psychiatry elsewhere have been in relation, positive or negative to University Departments: Freud, Wernicke, Wagner-Jauregg, Kraepelin, Bleuler, Gjessing, Moniz, Meduna and Sakel; they all lived within the orbit of a school of psychiatric teaching, joining it or fighting it, and many finally took up a professorship. As there were no such schools here, it was left to the initiative of superintendents, of Board of Control commissioners or even of laymen on Boards and Committees, to promote research and find support for those sporadic efforts which characterize the development of British psychiatry in the last forty years.
Whatever may be apposite for general medicine and other medical specialties, I think it is conclusive that psychiatry here is not ripe for the monopoly of the universities as suggested in the White Paper; nor for the centralization of clinical research by which the 'snational" effort is supervised from one point only. There is need for the central Research Institute carrying out the fundamental work and where the periphery can go for advice and help; this was the function of Kraepelin's Research Institute at Munich. He would never have attempted to run the work in the periphery only on the Institute's lines. He was liberal and magnanimous and approved of the multifarious endeavours of other workers. In spite of all the trials and tribulations which I have truthfully described, I am convinced that they were worth while: my plea is for independence to be granted and preserved for the provincial worker, for generosity and for giving him the reins.
I would not have satisfied the theme of my address without a short preview of those problems which I think at present worth attacking in clinical research. I have already spoken of the promising co-operation between biochemistry and electrophysiology of the brain. If the chemist and physiologist could be joined by a neurosurgeon as well as by a clinician results could be expected in a foreseeable time. My second choice of combination would be that of pharmacologist and biochemist who should approach similar problems from another angle. There is much work under way in this field across the Atlantic and in this country. The addition of a chemical histologist and a physicist would round up the team which, however, needs the clinician to hold it together.
Closer to the clinical field and independent of laboratory equipment are studies on family life, on social group formation and stratification, especially in our crowded towns. They are ready to be started, with the modern sampling methods. Their first target might be psychological maladaptations, subnormals and other psychiatric casualties, of whom so many live,in the community, with a doubtful influence on the atmosphere in which the healthy members of the family have to exist and in which children are reared and grow up.
A similar topic can be approached from a different angle: for those who feel as I do that this century's contribution to the industrial and mechanized age should be to humanize our modes of work and living, states of semi-invalidism belonging to the considerable fringe between health and disease are of great interest. Many ex-patients of our mental hospitals and clinics are in such a state after discharge; in fact, if we include chronic neurotics and somatic states with a psychological superstructure, psychiatry probably produces more subclinical abnormal conditions than any other part of medicine. It seems the obvious task for every mental hospital to collect data about the adjustment of former patients in the community and improve our effort of rehabilitation on the basis of such a follow-up. It may even pay to have a flying squad consisting of a doctor and a social worker, as Eugeia Bleuler had in Zurich, which combines this research with monthly visits to the discharged patient and helps him to settle in his home.
Semi-invalidism among the elderly is discussed a great deal at present and studied too little. Without psychiatric assessment, all studies of illness of old age can be of 'restricted value only. A large number of these patients are now in the hands of the psychiatrists.
Their personal data and histories alone correlated with their mental condition should yield an important contribution to the welfare of ageing people among whom we live; but I know of only one worker who recently approached this group. Many more are needed 6 222 who, with an unbiased mind, give us its natural history, or try to collect data to prevent this disaster of many old people.
Prevention, of course, should be the ultimate aim of all research in disease; it has, however, a very different meaning if.it refers to a neurotic deviation or to a case of senile dementia or of schizophrenia. According to certain fashionable hypotheses, for example, nothing could be easier than the prevention of neurosis or even psychosis by the proper upbringing of children, education of mothers in the principles of motherly care, closer family ties and household coherence. After my travels to India two years ago where I found inner coherence and love in the family exceeding by far any ideal painted by certain writers, but nevertheless a good proportion of neurosis of all types, both among adults and children, I became somewhat doubtful of these doctrines. However, the supposed influence of Western civilization on psychiatric illness, the .hypothesis of the critical years in child development, the environmental contributory factors, undoubtedly present even in such a mainly constitutional illness as schizophrenia, deserve fresh study and assessment in a setting in which research is combined with remedial treatment.
Finally, another topic in which observation and controlled studies should replace armchair interpretation, wishful thinking and premature theorizing, is the psychology of the group and its application in therapy. Our times have seen the misuse of the group spirit on an unprecedented scale and more suffering and degradation have been due to the psychological forces in the setting of the masses than have been seen for a long time in history. If we could tame some of these forces and reduce them to subjection for purposes of therapy, we could probably dispose of many physical treatments and certainly dismiss prolonged psychoanalysis. Spontaneous group formation among the people outside and inside our hospitals deserves the attention of psychologists and sociologists who wear no blinkers; experimentation in this field could learn more from the behaviour physiologists such as Lorentz and Tinbergen than from Le Bon and Margaret Mead. SUMMARY I have tried to find out how far clinical research can be applied to psychiatry. I have done this not by discussing principles, but by describing the modest achievements of one worker over a period of fifteen years, and the difficulties and disappointments he experienced in spite of external circumstances which could hardly have been more favourable. In the light of these experiences, recent officialdeclarations on clinical researchr had to be considered and it was seen how little these declarations took account of the special application to psychiatry. What I would suggest as a comfort in this situation is that the abundance of problems amidst the clinician's daily tasks seem to be much more capable of solution now than fifteen years ago; but it is essential that we have men and the means to tackle them.
